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CTaims 

1. Use of an aiyl dicarboxamide of formula (T) : 




as well as its geometrical isomers, its optically active forms as enantiomers, 
diastereomers and its lacemate forms, as well as pharmaceutically acceptable salts 
andpharmaceutically active denvalives thereol^ wherein 

A is an aminocarbonyl moiety of the formula -CO-NHR^ wherein is C6-C15 alkyl, 
C2-Ci5-alkenyl, Ca-Cis-alkynyl, a 3-8 xneiribered qrcloalkyl, Ci-Q alkyl-(3-8 
membcred) cycloalkyl, phenyl, C1-C12 alkyl phenyl, Qz-Ce-alkcnyl phenyl, Ca-Ce- 
alkynyl phenyl; 

Cy is an aryl, heteroaryl, aryl-heteroaiyl, heteroaryl-aryl, aryl-aiyl, cycloalkyl or 
heterocycle group; 

n is either 0 or 1; 

andR^ are independently ficom each other is selected from the group consisting of 
hydrogen or Ci-Q-alkyl; 

R^ is selected from the group consisting of Ci-Cg-alkyl, C2-C6-aIkenyl, C2-C6-alkynyl, 
Ci-Q-alkoxy, Ci-Ce-alkyl amine, Ci-Ce-alkyl alkoxy, aryl, heteroaryl, saturated or 
unsaturated 3-8-membered cycloalkyl, 3-8-membeied hetetocycloalkyl, Ci-Ce-alkyl 
aryl, Ci-Ce-alkyl heteroaryl, C2-C6-alkBnyl aryl, C2-C6-alkienyl heteroaryl, C2-C6- 
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alkynyl aryl, Ca-Ce-alkynyl heteroaryl, Ci-C6-alkyl cycloalkyl, Ci-Ce-alkyl 
heterocycloalkyl, C2-C6-alkenyl cycloalkyl, C2-C6-alkenyl heterocycloalkyl, Ci-Ce- 
alkynyl cycloalkyl, Ci-C^-alkynyl heterocycloalkyl; 

R"* and are each independently firom each ofher selected ftom the group consisting 
5 of H, hydroxy, Ci-Ce alkyl, caiboxy, Ci-C6 alkoxy, C1-C3 alkyl carboxy, C2-C3 

alkenyl carboxy, C!2-C3 alkynyl carboxy, amino or R^ and R^ may form an unsaturated 
or saturated heterocyclic ring, whereby at least one of R* or R^ is not a hydrogen or 
Ci-Q alkyl; 

for the preparation of a medicament for the treatment and/or prevention of metabolic 
10 disorders mediated by insulin resistance or hyperglycemia, comprising diabetes, 

inadequate glucose tolerance, hyperlipidemia, hypertriglyceridemia, hypercholestero- 
lemia, obesity, polycystic ovary syndrome (PCOS), 

2. Use of an aryl dicarboxamide according to claim 1 for the preparation of a 
medicament for the treatment and/or prevention of diabetes type n, obesity or for 

15 appetite regulation. 

3. Use of an aryl dicarboxamide according to claim 1 for the preparation of a 
pharmaceutical composition for the modulation of the activity of PTPs, 

4. Use according to claim 3 wherein the FTP is PTPIB. 

5. Use according to claim 4 wherein said modulation consists in the inhibition of 
20 PTPIB. 

6. Use according to claim 4 for the treatment or prevention of disorders mediated by 
PTPIB. 

7. Use according to any of claims 1 to 6, wherein R^ andR^ are each EL 
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8. Use according to any of claims 1 to 7, wherein Cy is selected firom Ihe group 
consisting of phenyl, thiazolyl, phenyl-thiazolyl, thiazolyl-phenyl. 

9. Use according to any of claims 1 to 8, wherein A is a moiety of the fomiula -CX3- 
NHR^ wherein is Ce-Cis alkyl, Ca-Cis-alfcenyl, Ca-Cis-alkynyl, a 3-8 membered 
cycloalkyl, Ci-Ce alkyl-(3-8 membered) cycloalkyl, phenyl, Ci-Ci2 alkyl phenyl, C2- 
C6-aIkenyl phenyl, Qa-Q-alkynyl phenyl. 

10. An aiyl dicaiboxamide according to any of the formulae (la), (lb) or (Ic): 




wherein 

10 A is an aminocarbonyl moiety of the formula -CO-NHR^ wheiein is C6-C15 aliyl, 

C2-Ci5-alkenyl, C2-Ci5-alkynyl, a 3-8 membered cycloalkyl, Ci-Ce alkyl-(3-8 
membered) cycloalkyl, phenyl, C1-C12 alkyl phenyl, Q^-Ce-alkenyl phmyl, C2-C6- 
alkynyl phenyl; 

is an aryl, heteroatyl, aryl-heteroaiyl, heteroaryl-aryl, aryl-aryl, cycloalkyl or 
15 heterocycle group; 

n is either 0 or 1; 

R^ and R^ are independently from each other is selected from the group consisting of 
hydrogen or d-Ce-alkyl; 



wo 2005/011685 



PCT/EP2004/051558 



-92- 



is selected firom the group consisting of Ci-Ce-alkyl, C2-C6-alkenyl, C2-C6-allcynyl, 
Ci-C6-alkoxy, Ci-Ce-alkyl amine, Ci-Ce-alkyl alkoxy, aryl, heteroaryl, saturated or 
unsaturated 3-8-menibered cycloalkyl, S-S-membered heterocycloalkyl, an acyl 
moiety, Ci-^Ce-alkyl aryl, Ci-C^-alkyl heteroaryl, Ci-Q-alkenyl aryl, Ci-Ca-alkenyl 
heteroaryl, Ci-Ce-alkynyl aryl, Ca-Ce-alkynyl heteroaryl, Ci-Ce-alkyl cycloalkyl, Ci- 
Q-alkyl heterocycloalkyl, C2-C6-alkenyl cycloalkyl, C2-C6-alkenyl heterocycloalkyl, 
Ci-Ce-aJkynyl cycloalkyl, Ca-Cs-alkynyl heterocycloalkyl. 

11. An aryl dicarboxamide according to formula (lb) or (Ic): 




10 wherein 

A is an aminocarbonyl moiety of the formula -CO-NHR^ wherein is C6-C15 alkyl, 
Ga-Cis-alkenyl, C2-Ci5-alkynyl, a 3-8 membered cycloalkyl, Ci-Ce alkyl-(3-8 
membered) cycloalkyl, phenyl, C1-C12 alkyl phenyl, C2-C6-alkenyl phenyl, C2-C6- 
alkynyl phenyl; 

15 Cy is an aryl, heteroaryl, aryl-heteroaryl, heteroaryl-aryl, aryl-aryl, cycloalkyl or 

heterocycle group; 

n is either 0 or 1; 

R^ and R^ are independently £rom each other is selected from the group consisting of 
hydrogen or Ci-Q-alkyl; 
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is selected from the group consisting of Ci-Ce-alkyI, Ca-Ce-alkenyl, C2-C6-alkynyl, 
Ci-C6-alkoxy, Ci-C6-alkyl amine, Ci-Q-alkyl alkoxy, aryl, heteroaryl, saturated or 
unsaturated 3-8-membered cycloalkyl, 3-8-membered heterocycloalkyl, an acyl 
moiety, Ci-Ce-alkyI aryl, Ci-C6-alkyl heteroaryl, Cs-Ce-alkenyl aryl, C2-C6-alkenyl 
5 heteroaryl, Ca-Ce-alkynyl aryl, C2-C6-alkynyl heteroaryl, Ci-Ce-alkyl cycloalkyl, Ci- 

C6-alkyl heterocycloalkyl, C2-C6-alkenyl cycloalkyl, Cs-Ce-alkenyl heterocycloalkyl, 
C2-C6-alkynyl cycloalkyl, Ca-Ce-alkynyl heterocycloalkyl. 

12. An aryl dicatboxamide according to claim 10 or 11, wherein andR^ are each EL 

13, An aryl dicarboxamide according to any of claims 10 to 12, wherein Cy is selected 
10 from the group consisting of phenyl, fhiazolyl, phenyl-thiazolyl, thiazolyl-phenyl. 

14. An aryl dicarboxamide according to claim 13, wherein R^ is selected fixjm the group 
consisting of Cg-Cia alkyl, C1-C4 alkyl phenyl which may be substituted by Ci-Cs 
alkyl orphenoxy, 

15, An aryl dicarboxamide according to any of the preceding claims selected from the 
15 group consisting of : 

S-[(3-cyclopen1ylpropanoyl)(4-{[(4-phenoxyben2yl)amino]carbon 
2-hydroxybenzoic acid 

5-[(3-cyclopen1ylpropanoyl)(4-{[(4-phenoxyben2yl)ainino]carbonyl}ben2yl) 
2-hydroxybenzoic acid 

20 [4-({ {[2-(4- {[(4-pentyIbenzyl)amino]carbonyl}phenyl)-l ,3 -thiazol-4-yl]methyl} - 

[(2£)-3-phenylprop-2-enoyl]amino)methyl)phenoxy]acetic acid 



5-[(3-cyclopentylpropanoyl)(4-{[(4-pen1ylbCTzyl)amino]carbonyl}benzyl)amm 
hydroxybenzoic acid 
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2.1iydroxy-5- {(4- {[(4-pentylben2yl)ammo]carbonyl}benzyl)[4-(trifluor^ 
benzoyl]amijio}benzoic acid 

2-hydroxy-5-[[(4- {[(4-plienoxybenzyl)ainino]c^^ ,3 -thiazol-2-yl)methyl](3- 
phenylptppaiioyl)aimno]benzoic acid 

5 5- {ben2oyl[(4-{[(4-phenoxybenzyl)aimno]carbonyl}-l,3-^ 

amino} -2-hydroxybeiizoic acid 

2-liydrosy-5-{[(4-{[(4-phenoxybenzyl)amin 
(trifluoromethyl)benzoyl]aimno}benzoic acid 

5-[(cyclohexylcarbonyl)(4-{[(4-pheno3Q^benzyl)aii^ 
10 hydroxybenzoic acid 

2-hydroxy-5-[(4-{[(4-phenoxybenzyl)aniino]carbonyl}l^^ 
aminojbenzoic acid 

5-[benzoyl(4- {[(4-plienoxyben2yl)anMno]c^ 
acid 

15 5-[acetyl(4-{[(4-phenoxybenzyl)ainino]caAonyl}be^ 
acid 

5-[(4-cyanobenzoyl)(4-{[(4-phenoxyben2yl)amino]caA 
hydroxybenzoic acid 

2-hydroxy-5-[(phenoxyacetyl)(4-{[(4-phenoxybenzyl)aDa^ 
20 amino]-benzoic acid 

2-hydroxy-5- {(4- {[(4-phenoxybenzyl)an3ino]carbonyl}ben2yl)[4-(1rifluoromet^^ 
benzoyl]anuno}benzoic acid 
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2-hydroxy-5-{(4-{[(4"phenoxyben2yl)airuno]carbonyl}b 
eaoyl]atnino}benzoic acid 

5-[(N,N-dimefliyIglycyl)(4-{[(4-phenoxybenzyl)anim 
hydroxybenzoic acid 

5 2-hydroxy-5-[(3 -me1iiyIbut.2-enoyl)(4-{[(4-phenoxyben2yl)ainino]carb 

amino]benzoic acid 

2-hydroxy-5-{[{4-[(octylainino)carbonyl]benzyl}Q)hen^ 
benzoic acid 

2-hydroxy-5-({ {4-[(oc1ylamiiio)carbonyl]benzyl} [4-(trifluoiomefhyl)benzoyl]- 
10 ainino}methyl)beiizoic acid 

2-hydroxy-5<{{4-[(octylaimno)carbonyl]benz^ 
anuno}methyl)beiizoic acid 

5-{[(3-cyclopen1ylpropanoyl)(4-{[(4-pen1ylbenzyl)ai^ 
arnino]mettiyl}-2-hydix>3Qrbenzoic acid 

15 2-hydroxy-5-{[(4-{[(4-pentylbenzyl)aiiiino]carbony^ 
ami]io]me1hyl}beiizoic acid 

2-hydroxy-5-({(4-{[(4-pentylbenzyl)amiBO]carbonyl}ben^ 
benzoyl]ainjno}mettiyl)benzoic acid 

2-hydroxy-5-{[(3-mefhyn3ut-2-enoyl)(4-{[(4-pentyIben^ 
20 benzyl)ainino]metfayl}beiizoic acid 

5-{[(3-cyclopentylpropaaoyl)(4-{[(4-plienylbiityl)ai^ 
amino]methyl}--2-hydioxybenzoic acid 
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2- liydroxy-5-({[(4- {[(4-pentylben2yl)aimno]carbonyl} -1 ,3-<hiazol-2-yl)methyl][(ZB)- 

3- phenylprop-2-enoyl]aiDiiio}inefhyl)be£kzoic acid 

[4.({(4-{[(4-phenoxyben2yl)ammo]carbonyl}benzyl)[4-(^ 
amitio}inettiyl)phenoxy]acetic acid 

2-hydroxy-5-[(4-{[(4-pen1ylbenzyl)airim 
aini]io]bexizoic acid 

4- [(3-cyclopenlylpropaaoyl)(4-{[(4-pen1ylbenzyl)ajn^ 
hydroxybenzoic acid 

2-hydroxy-4-{(4-{[(4-pen1ylbenzyl)ainmo]cM^ 
benzoyl]am3no}benzoic acid 

2-bydroxy-5-[{[2<4-{[(4-pen1ylbenzyl)amino]carbonyl}phenyl)-l,3-1^^ 
yl]methyl}(phenoxyacetyl)aiiuno]beiizoic acid 

2-bydroxy-5-{{[2<4-{[(4-pentylbeii2yl)ammo]carbon^ 
yl]methyl} [4-(trifluoromethyl)benzoyl]amino}beiizoic acid 

5-([(6-cWoropyridm-3-yl)carbonyl]{[2<4-{[(4-pen1ylbenzy^^ 
phenyl)-! ,3-lMazol-4-yl]methyl}ammo)-2-hydK>xybenzoic acid 

5-((4-cyaiiobeii2X)yl) {[2-(4- {[(4-penlylbeiizyl)aniino]carbonyl}phenyl)-l ,3-tMazol-^ 
yl]metiiyl}ainino)-2-hydroxybenzoic acid 

2-hydroxy-5<(3-mefhyIbut-2-enoyl){[2-(4-{[(4-pentylben2yl)a^ 
phenyl)- l,3-thiazol-4-yl]melhyl}ammo)benzoic acid 

5-((3-cyclopentylpropaaoyl) {[2-(4- {[(4-phenoxybenzyl)amino]carbonyl}phOT^ 1 ,3- 
thiazol-4-yl]methyl}amino)-2-hydioxybenzoic acid 
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2-liydroxy-5- { { [2-(4- {[(4-phenoxybenzyl)amino]carbonyl}phenyl)-l ,3-thiazol-4. 
yl]methyl}[4-(trifiuoromethyl)beiizoyl]aiiaino}benzoic acid 

2- hydroxy-5-[ {[2-(4-{[(4-phenoxyben2yl)aii3ino]caxbony^ 1 ,3-thiazol-4- 
yl]metfayl}(3-phenylpropanoyl)am]no]benzoic acid 

5-(beiizoyl{[2-(4-{[(4.phenoxybeii2yl)aiiiino]carbony 
yl]me11iyl}amino)-2-liydroxybeBzoic acid 

[4-({{[2<4-{[(4-pentylbeiizyl)ainino]carbonyl}ph^ 
(tdfluorome11iyl)benzoyl]amino}me11iyl)phenoxy]a^ acid 

(4-{[{[2-(4-{[(4-pentylben2yl)aimno]carbonyl}ph^^^^ 
phenylpix)panoyl)aiiuno]meftiyl}phenoxy)acetic acid 

[4-({{[2-(4-{[(4-phenylbutyl)aniino]caAonyl}phenyl)-l,3-thi^^ 
(liijEluoiomefhyl)benzoyl]aimiio}metliyl)phenoxy]aceti^ acid 

(4-{[{[2-(4-{[(4-phenylbutyl)ainino]carbonyI}phenyl).l,3-^ 
pb6nylpropanoyl)amino]methyl}phenoxy)acetic add 

[4-({{[2<4-{[(4-phenylbu1yl)ainino]carbonyl}phenyl)-l,3-tM 

3- phenylprop-2-enoyl]ainmo}methyl)phenoxy]acetic acid 

{4-[((NjNr-<Jimeftylg^ycyl){p-(4-{[(4-^^ 
1hiazol-4-yl]mel3iyl}axnino)me1byl]phenoxy} acid 

{4-[((cyclohexylcarbonyl){[2-(4-{[(4-phenylbutyl)aimno]carbo 
tWazol-4-yl]me1iiyl}amino)methyl]plienoxy} acetic acid 

{4-[((pheno3^acetyl){[2-(4-{[(4-phenoxyben^ 
lMazol-4-yl]methyl)ainino)mefhyl]phenoxy}ax^ acid 
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10 

16. 
17. 

15 



[4-({{[2<4-{[(4-phenoxybenzyl)ammo]carbonyl}pheByl)-l,^ 
(trifluoromel&yl)benzoyl]aiximo}methyl)phen^ acid 

(4-{[{P-(4-{[(4-phenoxybenzyl)aiiiino]carbonyl}ph^ 
pbenylpropaiioyI)ainmo]methyl}phenoxy)acetic acid 

{4-[((cyclohexylcaxbonyl){[2-(4-{[(4-phenoxybenzyl)amino^ 
fhiazol-4-yl]methyl}amino)mefliyl]phenoxy} acetic acid 

[4-({[(2-{4<(octylainino)carbonyl]phenyl}-13-thiazo 
(lTifluQromethyl)benzoyl]am]no}me11iyl)phenoxy]aceti^ acid 

(4-{[[(2-{4-[(octylamino)carbonyl]phenyl}-l,3-fhiazoM 
phenylp]x>paDoyI)atrdno]methyl}phenoxy)acetic acid 

An aryl dicarboxamide according to any of the claims 10 to 15 for use as a 
medicament 

A pharmaceutical composition containing at least one aiyl dicarboxamide according 
to any of claims 1 0 to 15 and a pharmaceutically acceptable carrier^, diluent or 
excipient thereof . 

A method of preparing an aryl dicarboxamide according to any of claims 10 to 15, 
coxxTEmsing the de-protection and/or tansformatiion step of : 





►5 



o 

FG 



(I") 



(I) 
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wherein R\ R^ R^ R^, R"^', R^', n and Cy ace as above delBned and FG is A or a 
leaving group. 



